The End of the
Fish Oil Myth .~

Translating the clinical data behind
cardiovascular medicine’s most
misunderstood molecule.



A Conceptual Failure in Preventive Cardiology
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The Cultural Narrative: »

All *fish oil” is a single, .
heart-healthy exposure.
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The Medical Reality:
- / A complex spectrum of distinct
fatty acids, manufacturing

qualities, and biological effects.
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For decades, millions consumed broadly defined omega-3 supplements to protect their hearts.
Yet, randomized trials repeatedly failed to show meaningful reductions in cardiovascular death.
The medical community was asking the wrong question by treating "“fish oil" as a single entity.



The Plague Volcano

(1) Thin Fibrous Cap:

The fragile biological seal.

(2) Necrotic Lipid Core:
A biologically unstable reservoir of
_ dead foam cells and oxidized LDL.

(3) Macrophage Infiltration:
Chronic inflammatory response.

Most acute coronary events do not arise from slowly progressive luminal narrowing. They occur through sudden
plaque rupture. When the thin fibrous cap breaks, it precipitates abrupt thrombosis and vessel occlusion.




——(2) Remnant cholesterol

-

(3) Persistent inflammatory
signaling

Statins substantially reduce LDL cholesterol and vascular
inflammation, but a dangerous residual risk remains even
even with optimal LDL control.

Icosapent ethyl (highly purified EPA) was
tested specifically as an adjunct therapy to
neutralize this exact residual-risk environment.




The Molecule Matrix: EPA vs. DHA
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DHA (Docosahexaenoic Acid)
Increases membrane fluidity and disorder.

EPA (Eicosapentaenoic Acid)

Adopts extended conformation, stabilizing the
phospholipid bilayer.

Structural differences dictate biological destiny.
EPA and DHA are not interchangeable.



The Molecular Shield

Inhibits Oxidation: EPA structurally
prevents the oxidation of ApoB-containing
lipoproteins across various particle sizes.

Lipidomic Remodeling: Shifts

circulating lipids toward a less atherogenic
profile, reducing remnant cholesterol.

Immune Modulation: Induces a distinct

anti-inflammatory profile in CD4+ T cells,
halting downstream plagque vulnerability.

The magnitude of cardiovascular benefit exceeds what simple triglyceride lowering could predict.



Changing the Disease Substrate

Placebo (18 Months) Icosapent Ethyl (18 Months)
{ Data Box W
P Tnat Population: Statin-treated, elevated Result: Regression of low-attenuation
EVAPORATE triglycerides (200-499 mg/dL). plaque over 18 months, strengthening the
biological plausibility of EPA therapy.
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Relative Risk Reduction
It demonstrated a massive 25% reduction in cardiovascular death, heart attack, stroke, and revascularization.

The REDUCE-IT trial randomized 8,179 high-risk, statin-treated patients to 4 g/day of icosapent ethyl or placebo.



The Intervention Matrix S
Classification Dietary Supplement Prescription Rx (Vascepa)
Molecule Unregulated mixed EPA/DHA Highly Purified Icosapent Ethyl
Dose Low / Variable 4 g/day precisely

- : —
1] Unproven cardiovascular benefit 25% Risk Reduction
Outcome P .
—

Over-the-counter omega-3 supplements are fundamentally biologically
and clinically distinct from prescription icosapent ethyl.



The Equation of Efficacy N
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Right + Right nght — Cllnlcal
Molecule Dose Populatlon Efficacy
EERISge
Failed on Dose Failed on Molecule Success 1
(VITAL) (STRENGTH) (REDUCE-IT)
Tested 1 g/day in a largely Tested 4 g/day in high-risk Combined pure EPA, 4 g/dale
healthy population. patients, but used a mixed in high-risk patients.
Result: No significant SRR FoTUSich Result: 25% risk reduction
reduction. Result: No benefit. ' '
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The Placebo Debate

}f ] "‘4

oil

e

.

Modest increases in
LDL-C & hs-CRP.

25% Reduction in //

Major Ischemic Events
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The use of a mineral oil placebo in REDUCE-IT raised concerns of biological interference. However,
independent and regulatory analyses concluded that the minor biomarker bumps in the placebo group are
entirely insufficient to explain the sheer magnitude of risk reduction achieved by icosapent ethyl.
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The Double-Edged Sword

Massive _ Atrial
Ischemic Fibrillation
Protection Risk
Atrial Fibrillation Bleeding Risk
High-dose omega-3 therapy carries a Numerically higher bleeding events
consistent, dose-dependent risk of consistent with a mild antiplatelet effect
hospitalization for atrial fibrillation or flutter. (no significant increase in fatal bleeding).
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Vascepa is an active cardiovascular drug, meaning risk-benefit trade-offs
require shared decision-making between patient and clinician.




The Precision Cardiology Framework

Pure EPA 4g
. = REDUCE-IT & "y
z - EVAPORATE:
o Maximum Benefit &
2 - Plague Regression
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- - No Outcome. - No Outcome.
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Patient Risk Level

The clinical data reveals an undeniable pattern. Cardiovascular benefit is strictly

isolated to the intersection of high-risk patients and high-dose, purifie;:ldEPA.



The Final Reality \

The era of treating fish oil’ as a single therapeutic idea is over.

‘j-
Vascepa is neither a miracle nor a myth. It is a rare example of a nutrient-derived
molecule that, when purified, appropriately dosed, and rigorously tested,
functions as a true cardiovascular therapy.

Evidence-based education derived from acadermc cardiclogy. Consult your clinicien.



